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imm*x\ mm* 

m^m 2 ] tfflB^n?* K^jt^i^ TIB-iK^: (i) -et^ii* 




(i) 



(5£^ Rl43«J:U f R2, R3isJ:tFR4, r 5 & £ yr R 6 o Zrti^ti 

a) 2 00^i-^7K^?-Sr^i-^ feL<liR2|i7^i^ot 
*> J: <, 

LT*> J: < ; 
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^-v: 2/ 



(i^N-NR 1 1 R 1 H L< ttN-OR 1 3 -eit£*t<£>*£ ; 

; 

R 13 > R 14, Rl5, Rl6, R 17 N R 18 N R 19, R22^j;^ R 
nJil £ 7tti 2 %m-to 

S-CH 2 Se (C 6 H 5 ) T*^£*L£^ *5 «fc 0* 1 m_h<7) h Kn^r vSC 
£v> 0 ) 

[»^3] «rfBh';->^n>fk^ (i) ^ r3^j:^r4 n R 5^j; 

r 8 1 R 2 3 (4S fcfjr t r**«^ 

R 9 jit: Kn + yi, 
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^-v: 3/ 



R 1 4 , Rl5^ Rl6 N r17 n r 1 8 ^ Rl9i;R22 (i^ti-TtL^ 
R2 4(i s 3-R20-4-R21->>^n^y^ 

-eo^-e, r 2 o {it: kd^v, r;^;vt^ry^ t^v, 

^7t(i-OCH 2 OCH 2 CH 2 OCH 3 , 

£J:£/R2 l(ib Kn^y, -OCN. T^^^t^y, i6^&ffi3&*£^r L 
TV^U^rnT'j-^i^y, - 0 C H 2 O C H 2 C H 2 O C H 3 . fiftl 
StLfcfc Kn + y, ^on, 3-h\ T ^ / **1fy 7vK 

^> p- h 'J;vt^yft*;Kf-;v*^y, 

tfcfiR 2 5 R 2 6CHCOO- (5^ R 2 5 (i^fM^J: «9 4£S£*LTV>T 
Uv>tKnJpyS, £ fcM^$*LfcT^ ^i, isi^R 2 6 {i^^^^ 

£ tziiR 2 0 tR 2 1 li-|£K&o-C, x^yKMfJI^ML, 
LTnfil ttz\t2X^KZit^X^h, Z t ZS&Wtt-f 2>m>fcm2 izmm 

[fif^4] HtrlfihVv^n^% (I) ^\ 17-7'J^-l, 14- 
ytFn^y-12- [2- (4 - 1 Kn^v- 3 -* Y 3rvv^ HA^yji/) 
- 1 -2 3, 2 5-^f^y-13, 19, 2 1, 27-r 

h7^f;v-ll, 2 8-ytn-4-rf f'Jv^n [2 2. 3. 1. 04 
• 9] t ^^_ 18 -x>-2, 3, 10, 1 6 —t fzl$Z<Dfc 

[w^6] itffi^T v-)\<m.jm)te, mmflfcM ^ 
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[0 0 0 1] 
[0 0 0 2] 

[t»o&#f] 

#§&^fcj3v>Tteffl$fr&*T*n9>f Fm^t/t h>"e*»), 
(FK506) „ 7^37^»^S treptomycesi 

o 

[0 0 0 3] 
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#02 0 0 3 - 1 6 5 1 6 1 ^- v : 5/ 

[it 2] 




LXi>£ < ; 

R 1 0 JiTfc^M^x r;v-^f;vS> UUot KndrySi:j:oTi^$tLfc7 
M-NR 1 1 R 1 2 & t< fiN-OR 1 3 tr^Sti&^S- ; 
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Rl 3, R 1 4^ r 1 5^ r 1 6, R 17 % R 18 N R 19 N r22^j;^ R 
nli 1 ttzit 2 Zm-fo 

A-CH2Se (C 6 H 5 ) xmzti&&, & X 1 tot Kn*->*fc 
iv> 0 ) 

03: Lv^R 2 4 £ ttti, a^4**ap«r*LTV»Tf> ±v»i/^n(c 5-7) 

o 

(a) 3, 4-y*t + V-y^nA^y;vi; 

(b) 3 -R 2 O-4 _r 2 1 - y^DA^y;vi, 

-e-o^tN R2 0(iiij?n4'A r;v^;^+y, *^rv> 

ttzlt- OCR 2 OCH 2 CH 2 OCH3, 

*5«ttrR2 lfit; Kn^y, -OCN. 7i^;^ + y, l^^lftS^tL 
WUv^jn/'J-^^y, - O C H 2 O C H 2 C H 2 O C H 3 > 
$tL/;kKn^y, '^nn, y'n^e, 3-h\ 75 s Jr**f VJl/t^rv, 7y'K 
p-b'J;vt^yft*^^t^f-A t /c(iR 2 5 r 2 6 CHCOO- 

titzT^ym, &J:^R2 6i±7kmW^ifzte*?-))s^ *fcttR2 0fcR2 l|i 

(c) v^n^>-f-;i/^r& 0 -c, ^y^n^>f;vi^ >*h*v^?-;K 
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I 7/ 



o 

[0 0 0 4] 

rTV-^J Lv>0H£: LTMU 7x-;K h 'J ;k ^fyijjK 

) (IBM) Tfr*)^ ? LTC 1 ~C 4 7;HW^f 

fclAlf hV^ f;vv »; ;K h 'J jc*-;i/-> y ;K h y ^f;i/y y ^Ht7*f 
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8/ 



ji'y'J^i^^b Vtty'j;^ $f)W^U4<7)i:LtfV (Ci~ 
C 4 ) T^+^y'J^itFC i ~C 4 7;^^^7x^;Vy 'J 

t TiHt ;v - v* y ;i/ > >; i * =a r^- ;u -y7i 

^mTv)vm&£^mm^w&zKtzmmfeTi/)vm<7>± o %t y^i ; 

it7;v*^;H ; 

7nA7fjvt^y7f'J;K ^/f;vt J fy7-t:f;K y v^^^-^v^n \£ 
y^^^vr-f- 1 ; ;K y >^)l<j-3ri/s<>? y j ;k y >^;^;^- i l^ 
>'^*•9-/^;^^), jg^T^^J:? im&±mLX^X 

^y7°nt>*;w^/f;K ^iV^y^fi^^^^v, ^W-J^v^^ 

;v^r;v*;i//^-f tfciiMxJf > 'J ^ f;vy'J v#;^;j^.;^a^ 
;^ # ;W?^e I* ;K Y U ^ f ;l-> 'J Jl/X h ^y * ;V4C-;i,7'0 h^i/* ;w^/f 
f'jif^Vy y Y 3r -> * ;l/ sK~ ;i/ y°n k?;i/ * ;K HHfifc^ ;l/ v y> 

f^y'J h )Vi$— ;i/-7°n tf;v*;w^^;K h U ^f;vy'j ^yn* 
%y*;wf-^7f ^*;v/^^f w h y (M) r;i"*;w>y ;w (fijR) 
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^-v: 9/ 



W;K ^fn/<>V/f;K ^-bn^v^JK -hnt7f^fW, 

o 

i^jl/yDet-iK 7x^;^f'J^K 2 - h 'J 2 

v- 2-7x-;V7^f;K 2 2 - h U 7;V^n^^;i/- 2-7x- 

^T-fe^K 2 - h >; 7;i/^-n^^;v- 2 --/n^v- 2 - y x.—frT^fr 

^01-047;^;^^ y7nr;v^jv» (C1-C4) r;v^r;v^ 

2^i-^>~>^n (C5~Ce) T)V*c)V***/ (C1-C4) T S y( 
, *>7 7-^;v^-;vS^ *;i/jK^v (C1-C4) T;v^r;v^;w^^ 
^ h; (C1-C4) r;v^r;vv';;v (C1-C4) t;v^;v^-^->^;v^^;v 
(C1-C4) T)v*)Vij -hnM HB£fc*±2flNrLTv»T 
t i^v % //f^S, ^n^^^-^^^-trv^w-fc—^gg. Ci~C4 7;v 
^^t^vtf'J^n (C1-C4) 7M;V^tt^7x^;v (Ci~C4) 

/K *Wy7nii't-;K ;vt^y7-bf-^ *V7 7-^^*-^ 

% ^>V^f;K -fn^yvM;v, y - hD^vy^^ 3- K^>-tf 
-)Vt$£T/2- f'J7Wa^f;V-2-^ f^y-2-7x^Jl/7-bWf 
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^-v: 10/ 



M^Lt^tU^7D7V-;i/J gfrfr<!:{i, EP-A-5 3 2 0 8 8^ 
<7>5U X^fh^it^^R 1 h LT^^^W^tL^,^ 1 

[0 0 0 5] 

^mX&ZZtfiK «x.Jf, EP-A- 1 8 4 1 6 2, EP-A-3 2 3 0 4 
2. EP-A-4 2 3 7 1 4, EP-A-4 2 7 6 8 0, EP-A-4 6 5 4 2 
6, EP-A-4 8 0 6 2 3.EP-A- 5 3 2 0 8 8, EP-A-5 3 2 0 8 
9, EP-A-569337, EP-A- 626385, WO 8 9/0 5 3 0 3 
>WO 9 3/0 5 0 5 8, WO 96/3151 4, WO 9 1/1 3 8 8 9, WO 9 
1/1 9 4 9 5, WO 9 3/5 0 5 9^KiBffc$ HX& «5 , Ztib<Dfo& 

[0 0 0 6] 

FR900506 (=FK 5 0 6, ^n>jAX) , FR900520 
(T^n-e-f v>) , FR 9 0 0 5 2 3^it^FR9 0 0 5 2 5 fcDf^Sfr&ft; 
#t/f±, XM/7f^7 (Streptomyces)*, 0!lx.l£* hVT'f 
5 -tX ♦ "7 ^^'x/">^ (Streptomyces tsukubaensi 
s) No. 9 9 9 3 (*KttH: B^S^^o < (^rf?^ l TB 1 - 3 , iliSjjg 

litfl^^r) , fitH : 1984^10^55, £t£#-5§- : »H5F#:^9 
2 7-^-) & L< te, ^M/7°>^-b^- ;W**n*rrfc?#* • ^ v - x • 
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^-v: 11/ 



y7xy->7, (Streptomyces hygroscopicus 
subsp. yakushimaensis) No. 7238 (SFfftSM : S ^ 

mwm^> < 1 ts i - 3 , mmmm^xmim^^x^xmmsm 

ttffis ^fts : 1 9 8 5^1 ft 1 2 H> : ftlf#^^9 2 8-t) (E 

P-A-0 1 8 4 1 6 2) KX *)m*kZtlZ>ydMX«$>t)^ #i-Tia«7t^: at:3 
) -e^£*t£FK5 0 6 (-^:^n'JAX) te, ft^&lb^T-fc&o 
[0 0 0 7] 
[it 3] 




: 1 7-T';;V-l, 1 4-vfc Kn^v- 12- [2- (4-t Kn 
3 h 3rvv* n^^v;i/) - 1 f-;nf — -2 3, 2 5- y^ 
h*:>-13, 19, 21, 2 7-fb7^f;V-l 1, 2 8-'Wt-4- 
Tfh'Jv^n C2 2. 3. 1. 0 4 - 9 3 t^^nx- 1 8-x>-2, 3, 
10, 16-fb7t> 
[0 0 0 8] 

HJS^nffrfr* (I) 09*>> <t USPS tv>^<7)(± N R3^i^R4 > R 5 
R 8 t R 2 3 »±«2: LT**Jff?\ 
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^-v: 12/ 



R 9 tit: Kn + yi, 
Yl;J:**Vft, 

Rl4, R 15 > R 16^ R 17 N R 18 N Rl9 iR 2 2 WWf;1/ 
ft. 

R 24 lt 3-R2 0-4- R 2 1_^ D ^y;vi, 
S/:li-OCH 2 OCH2CH 2 OCH3, 

iSi^R 2 1 jit Kd+v, -OCN, 7;v^;i/t+y, fc^&S&ftfc^L 
WU^rD7'J-;vt^y, -OCH2OCH2CH2OCH3, %m 
£*L/ifcKn*v N ^nn, ^n^e, 3-K N T^t^f'J^t^rA 7y K 
ft. p- h 'JW^yft*;V*'z;Vt^y N 

J^liR25 R 26cHCOO- (5^ R 2 5 ti^faic J: 9 ««**fCV>T 

Until ££fi2T^£*LMfc^re&£ 0 
[0 0 0 9] 

Lv^h Vstuik&m (i) tLT{i, ^n'M^wfi:, EP- 
A-4 2 7 6 8 O«>&jfc0l6 6 a KfS^O 3 3-x^^nn-3 3-t*X*^ 

o 

i<7)^U^^D7^ KM^tltli, 'O-t*^* (MER 

CK INDEX) (12JK)No. 8 2 8 8 KfB«cO?^>f v 
#:^Wb*L&o Lv>0Jfc LT(4, WO 9 5/1 6 6 9 1 0 1I^A0 4 
0{i<7>H KD^y^-OR 1 (ClClT*, RititKn^yT^^^ Knr;v 
^;kt+y7^+;K 7y;v7 ^ y 7;^;^i tF7 5 y 7;^>)f ffi|?tL 
TV>£0-fi3&MS#s 0flx.WT^ 4 0 -0-(2 - 1 Fn^y)xf;v-7;^^ 
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^-v: 13/ 



4 0 -0-(3 -fc Kn^v)- 7 p ne;i/-7/N°'7l' 4 0 -0-[2 -( 

2-t Kn^rv)jc h ^y]xf;i/-7A7^ v>fe J: tM 0-O-(2-7-fe h 

«fc 9 &0-Sm^£ LTgi Lv^^^^J^XiiCC 1 3 C(NH)0l 
It#^>o X^CC 1 3 C(NH)0t|.^ 

* )v * >m £ ^ *i <b & tf y y ~ * a ^ (iam t? y 

H&#f£ Lv»9/<*r>f v>if##(i N WO 9 4/0 9 0 1 OKSBfcOi^ 
£4 0-O-(2 -t: Kn^y)xf^- 7 Av^y>tab*), mtlXMom^ 

[0 0 10] 
[0 0 11] 
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^-v: 14/ 



[0 0 12] 
[0 0 13] 

^tcSCT^ma^mh^^V-fe^^ K (f&fOSgJKm (CH 3 (CH 2 ) n C0 
OHJn = 4-10) Oh'J^'J^7^ K) ^£>&&3i&£iJ^ flfcffc K n 7 ;v 
tn7W> H F A— 13 4a) ft &>tM#J^£^rf-&^T V* 

[0 0 14] 

1 KT^irpa^^mmm^MX^ (Metered Dose Inhaler; 

mdi) m s mf bti&o m^Mmm^.m.x^it^.K, mm$t, mut, 

§P t (DmmU K & v> x i r v*- jWSj KiSfr & o £ iftiti- & >r ? 

[0 0 15] 

KHWtlR 1 ] 

3 3 6 2 3 9 4 -5§-<2r$fc 

Wm2 002-50446 6^<2rlR 
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^-v: 15/ 



[0 0 16] 

Sr^m i£& £ -£ & £ #> ; t/i, "7^(7)#3i^$|-e^ & £ t h > 

rw^mmm) ^omrnxm^vx^tzo 

[0 0 17] 

ran * m&ir & tz tb<D3-m 
tz&<7)^Wi*mm-tz>o 

[0 0 18] 

frb-mmttzi±mmmm*miRLjz4><Dx&z> 0 
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^-v: 16/ 



[0 0 19] 
[0 0 2 0] 

|f^3tci3V^T{±, iitffBM; v*nlfc£^ (I) ^ R3&J;tFR4^ r5 

R 8 t R 2 3 LTtK^^s 
R 9 {it: Ko^ryS, 

Rl4, Rl5^ R 16 > R 17, R 18 % r 1 9 tR 2 2 te^H^ti*?- )V 
R24|^ 3-R 2 0-4-R2 1- y^DA^y;vi, 
ttzlt- OCR 2 OCR 2 CH 2 OCH 3 . 

&£V?R 2 1 (it: Kn^~>, -OCN. 7;V3f ;V*3f v. it^&fii&SSr^L 
TV*T& iv^for'J -JV^-^v, -OCH 2 OCH 2 CH 2 OCH 3> 
■Ztifzt Kn^rv, ?nn, rn^ 75 7 t^rf V^t^rv, 7^K 

ttzitR 2 5 r 2 6 CHCOO- Oft'K R 2 5 li/ftSK «t 0 tiT^T 
Uv>bKn^r yl, f fctelfc® £ *Lfc 7^i, *3 £ tfR 2 6 ttTKfRJR^f 

i^liR2 0i : R2 1 { i-^; iiot> x^^yKi©i»tML, * 
Ltniil ££i±2T^£;h-&^$/^&& &<^&& 0 
[0 0 2 1] 

H;jfcg4K:i3V>Ttt* "iflEh Vi/irvtt&m (I) ^ 17-7'J^-l, 1 

2— C2- (4-tKD^y-3->Kyy^DAJpy 
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^-v: 17/ 



;V) -l-^fJHf-;i/) -2 3, 2 h*~>- 1 3, 19, 2 1, 2 7 

-f h7>f^-ll, 2 8-yt^t-4-7f h'Jy^n (2 2. 3. 1. 
04. 9] ^ 1 8 2, 3, 10, 1 6 — jr h =7 * > t tzt** 

<Dftffl<®}X$>&i><DX$>& 0 

[0 0 2 2] 
[0 0 2 3] 
[0 0 2 4] 

»*3H7»c^v*t»±, mmmxmm^*^m^Mx^x^^x, k%ms 

[0 0 2 5] 

hi 1 it^mm^if^^Mmm^Mx^mmmmm, m 2 mmm-mt 
&fcmt%m$Mx&<DMffiWrmm, m 3 & 4 0 RH75 %tnj&wwuztokf& 

$k*7F-fm, 04(i4OX^ RH 7 5%M^tCi5tt^JiTV*-;va»^<7) 
[0 0 2 6] 

ffilE^ 2004-3059485 
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^-v: 18/ 



[0 0 2 7] 

^mmm k&^xh, 3 2 tmc<r^<^-^ ^&&xmj& £ ti 
, *:<Dfcm±±mmni^ Tmtmmztifzv&wmmx*>z>o ttz, mu3 

[0 0 2 8] 

mmmzK&^x^7v'-)vm.j&wtimmzmfr&<D*ffi±ir&tfxr ? h 
trnKfemmmi-zmmtzmfcx^Zo 
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^-v: 19/ 



W8> ^**9> »; >^gM*l 0, #X*y Ml, %ZLif7,^rv M 2^ 
[0 0 2 9] 

v > ^ 5 <D±.*m<oto% t~ »* > 9 $ tt & o 

^*^:^5 0Jt#ffi<^J3MKI±*i; 7 f 5 a • 5 a • 5 a**#IS!$tL, 
*V y h 5 a • 5 a • 5 at:iD, ^*? S J>7S ^i^SOFW^-efc^* 

lufc, ^TV-^m^^itA^tLrv^^raT^^^-AMi 3 fc**agji$ 

[0 0 3 0l 

ynr^yayj^ (EI 1 £ «t Xfm 2 K$3^Xl$m7F*mv$) it, B&V >7 

fmvmtxh o , * y * y h 7 ^ t & ^ ? > ^ 5 <o±^u $ 

£*B3 0_bfS8B=S\ #^2 0ffiiJMlz^|p]^tt?>tL7t!HI*-C^>Sia*SB2 
[0 0 3 1] 

at t nmm-tz, 1 1 #t£g[$ 2 otw^ * ^^t^7 o_bW£*§» 

[0 0 3 2] 
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^-v : 20/ 



[0 0 3 3] 

Ml, y >^SB*tl Oisi^-^x^y h 1 zmm-ZitZo m—tfx*v 
h 1 lfcitf&ziar*^? M 2 li, B&RI^Mt^f), jfiM8^ 
lllifi:«?S«Hcfl|»i-*o u>^fflj#i o (±&— h l 

-jfxtrv M 2 5 <3±3fij3J: tnr^^i#i-<i>fci6(0^ 

itAMl 3 t^etJ^EM^n^o till 5«li, J£JM«5*MRA 

[0 0 3 4] 

&HM1 5rttaf*fi:H:M$iit^4o 

33V>T(i, #ltSI$8 b^HZL^^ y h 1 2 0±MlC^L^MT^ihLTV> 
[0 0 3 5] 

[0 0 3 6] 

ffiSE#2 004-3059485 
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21/ 



[0 0 3 7] 

2>Utt<0 7 ^ A->y>:/5^ 3il&SB# 8 £ J: rry y 1 0 fi*° 7*^ V > 
f- V7 9 V— h (Polybutylene TelephthalatejP 
BT) ^t>&»K /nf^v3>'J J^?-U> (Polyethyle 

ne ;PE) -fab**), *y?ffxtry Y 7(iAPE ( ~7*f- )V A t USELfei&ffl 

mtfVJL*is> (ldpe) <DW&m) #>e>&*K sfxy? h 1 l^o** 

o 

[0 0 3 8] 

mi tc^i"$n<, ^mh# b#*-^^y h 1 2 l 

K> PftSgftl 7 0te3rc<fc&i§M£Pl 7 aiifil»iaJ*t8 0TS»lS^HiP$*t& 
y y Y 1 2 ^T^lc-fiffi LTi3 *K ifigHS 1 5 h gfii|§S!RAS 1 O 

^ot> ™ni:(mn 3 tami 5 &mmi ski* 

^-m^mmA t^^xry- fix ^ & 0 
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^-v: 22/ 



[0 0 3 9] 

02^t*<, i%m$$ (»»«w8*»±*^ni»L^fc#) &&&& 

mmm~i*. mxm.1 3 tsas^i 5 t^mii$*tT^<b-r> 
1 5 ^^tix^tz^m^<ommMt^^j^rv-)um.^m-}b s m^ui 1 a 

[0 0 4 0] 

v^-f^N t?#j^L> 2IO«>S&*t (##«B2iJJ:t^HfB3) liiMtffi (r;i^ 
[0 0 4 1] 

UA^*»2. 5 [mg] , ^^jT'^^^fUii^mbV^^-b^-r Ktf*4 7. 5 
[mg] , i$HM"?$>2>mkK Ko7Wn7;W^l 0 [ml] *K # 
fB5e*i!ft»5S;!R AS 1 Kit A $ *i & ^ r V- £ B&|WJ C&j£-efER $ tifc 
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v : 23/ 



o 

i tz, tpmmWiffl. YWl^vJ tLXii^W^-^ ("9- V - ;v 

-)v {^yrfr-teKomm) gm, odo (ammtwmm) m<Di$w.&*m 

Ifbii&o £<bK, mtt Yw7)V*uT)Vi]y<Dg;fomt LTIi, HFA-1 

3 4 a, HF A- 2 2 7%& ? ^f £>*L& 0 

[0 0 4 2] 

[113(3:4 OTC, RH7 5%M^tci3lt^-^ry-;va^^<7)^^4 

-;wm^^«b^^>^#:^ftH^^ML. h i i fciwic^^ 
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